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DETAILED ACTION 

1. Formal Matters 

A. The Election dated 7/1 4/04 has been entered into the record. 

B. Claims 1-32 are pending in the application and were subject to restriction in the Office Action 
mailed 6/14/04. In the Response dated 7/14/04, Applicants elected Group I, claims 1-14 without 
traverse and limited the invention to elected SEQ ID NO: 1 . Therefore, claims encompassing SEQ 
ID NO:l, which are claims 1,2,4,6-10, 12and 14, are the subject of this Office Action. 

C. The Information Disclosure Statements dated 7/12/02 and 6/9/03 have been entered into the 
record. 

2. Specification 

A. The title of the invention is not descriptive. A new title is required that is clearly indicative of the 
invention to which the claims are directed. 

The following title is suggested: Nucleic acids encoding opiate receptors. 

B. According to 37 CFR 1.821(d) (MPEP § 2422), where the description or claims of a 
patent application discuss a sequence listing that is set forth in the "Sequence Listing" in 
accordance with paragraph (c) of this section, reference must be made to the sequence by use of 
the assigned identifier, in the text of the description or claims, even if the sequence is also 
embedded in the text of the description or claims of the patent application. Sequences appear on 
page 2, line 22 of the specification but are not identified by SEQ ID NO as required. 

C. The specification is objected to due to the use of hyperlinks, for example, on page 9, lines 
13-15. Applicant is advised that embedded hyperlinks and/or other forms of browser-executable 
code are impermissible and require deletion. The attempt to incorporate subject matter into the 
patent application by reference to a hyperlink and/or other forms of browser-executable code is 
considered to be an improper incorporation by reference. See MPEP 608.01(p), paragraph I 
regarding incorporation by reference. 
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Art Unit: 1647 

3. Claim Objections 

A. Claims 4 and 12 are objected to since they recite non-elected SEQ ID NO:3 in the claims. 

4. Claim Rejections - 35 USC § 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of matter, or 
any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 

A. Claims 1, 2, 4, 6-10, 12 and 14 are rejected under 35 USC 101 because the claimed 
invention is not supported by a specific, substantial and credible asserted utility or a well 
established utility. These claims are directed to SEQ ID NO:l. However, the invention 
encompassed by these claims has no apparent or disclosed patentable utility. This rejection is 
consistent with the current utility guidelines, published 1/5/01, 66 FR 1092. The instant 
application has provided a description of an isolated protein. However, the instant application 
does not disclose a specific and substantial biological role of this protein or its significance. 

Applicants have not disclosed a full-length mu3 opioid receptor polypeptide, or encoding 
polynucleotide. SEQ ID NO:l is only 81 bases in length. Applicants have not demonstrated that this 
nucleic acid molecule encodes a protein with mu3 opioid receptor function. Furthermore, since the 
nucleic acid molecule has no utility, the cell comprising this nucleic acid molecule also has no utility. 



5. Claim Rejections - 35 USC § 112, first paragraph - scope of enablement 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

A. Claims 1, 2, 4, 6-10, 12 and 14 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
adequately teach how to use the instant invention. Specifically, since the claimed invention is not 
supported by a specific, substantial and credible asserted utility or a well established utility for the reasons 
set forth above, one skilled in the art clearly would not know how to use the claimed invention. 
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B. Claims 1, 2, 4, 6-10, 12 and 14 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for polynucleotides encoding the mu opioid receptors of SEQ ED 
NO:5, 7, 9 and 11, does not reasonably provide enablement for polynucleotides encoding all mu3 opioid 
receptors, including those which do not hybridize to SEQ ID NO: 12 and 13. The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make the invention commensurate in scope with these claims. 

In In re Wands , 8USPQ2d, 1400 (CAFC 1988) page 1404, the factors to be considered in 
determining whether a disclosure would require undue experimentation include (1) the quantity of 
experimentation necessary, (2) the amount of direction or guidance presented, (3) the presence or absence 
of working examples, (4) the nature of the invention, (5) the state of the prior art, (6) the relative skill of 
those in the art, (7) the predictability or unpredictability of the art, and (8) the breadth of the claims. 

First, the breadth of the claims is excessive with regard to claiming all polynucleotides encoding 
all "mu3 opioid receptors," including those which "do not hybridize" to SEQ ID NO: 12 and 13. These 
nucleic acid molecules would have one or more nucleic acid substitutions, deletions, insertions and/or 
additions to the polynucleotide of SEQ ID NO:4, 6, 8 and 10 and would encode proteins which have one 
or more amino acid substitutions, deletions, insertions and/or additions to the protein of SEQ ID NO:5, 7, 
9 and 11. 

Applicants provide only minimal guidance and working examples of nucleic acid molecules 
which encode mu3 opioid receptors. In addition, SEQ ID NO:l is only 81 nucleotides, which does not 
encode a full-length receptor. It is also not clear if SEQ ID NO:l does or does not hybridize to SEQ 
ID NO:12 and 13. Furthermore, none of the claims provides a function of these nucleic acid molecules 
other than the fact that they must have an "activity." Applicants have provided no guidance as to what 
critical residues are required to maintain the functional characteristics of a mu3 opioid receptor, including 
the fragment of SEQ ID NO:l. Therefore, polynucleotides which meet the limitations of, for example, 
claim 2, would only be fragments of a full-length receptor. Furthermore, it is not predictable to one of 
ordinary skill in the art how to make a functional mu3 opioid receptor which is less than the full-length of 
a mu3 opioid receptor (i.e. SEQ ID NO: 1). 

Furthermore, the claims recite "a cell comprising the isolated nucleic acid molecule..." The 
claims are rejected since they read on gene therapy. Applicants are required to amend the claims to recite 
"an isolated cell comprising. . 

In summary, the breadth of the claims is excessive with regard to Applicants claiming all nucleic 
acids which encode mu3 opioid receptors. There is also only minimal guidance and working examples of 
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these nucleic acid molecules and proteins and no guidance as to which residues are critical for protein 
function. These factors, along with the lack of predictability to one of ordinary skill in the art as to how to 
make a functional opioid receptor other than those encoded by SEQ ID NO:4, 6, 8 and 10, leads the 
Examiner to hold that undue experimentation is necessary to practice the invention as claimed. 

6. Claim Rejections - 35 USC § 112, first paragraph - written description 

A. Claims 1, 2, 4, 6-10, 12 and 14 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 

These are genus claims. Nucleic acid molecules encompassed by the claims would have one or 
more nucleic acid substitutions, deletions, insertions and/or additions to the polynucleotide of SEQ ID 
NO:l. These nucleic acid molecules would encode for a protein with one or more amino acid 
substitutions, deletions, insertions and/or additions to the protein encoded for by SEQ ID NO:l. In 
addition, SEQ ID NO:l is only 81 nucleotides, which does not encode a full-length receptor. It is also 
not clear if SEQ ID NO:l does or does not hybridize to SEQ ID NO:12 and 13. If not, none of these 
species has been described. Furthermore, claim 1 encompasses the genus of all mu3 opioid receptors, 
including those from any species. 

The specification and claims do not indicate what distinguishing attributes are shared by the 
members of the genus. Thus the scope of the claims includes numerous structural variants, and the genus 
is highly variant because a significant number of structural differences between genus members is 
permitted. The specification and claims do not provide any guidance as to what changes should be made. 
Structural features that could distinguish compounds in the genus from others in the nucleic acid or 
protein class are missing from the disclosure. No common structural attributes identify the members of 
the genus. The general knowledge and level of skill in the art do not supplement the omitted description 
because specific, not general, guidance is what is needed. Since the disclosure fails to describe the 
common attributes or characteristics that identify members of the genus, and because the genus is highly 
variant, "mu3 opioid receptor," "SEQ ID NO:l," or molecules which "do not hybridize to SEQ ID NO: 12 
and 13" (which could be at least thousands of molecules) alone are insufficient to describe the genus. The 
specification provides a written description of only a partial mu3 opioid receptor polynucleotide (SEQ ID 
NO:l). No other species are described, or structurally contemplated, within the instant specification. 
Therefore, one skilled in the art cannot reasonably visualize or predict critical nucleic acid residues which 
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would structurally characterize the genus of nucleic acids encoding the genus of mu3 opioid receptors 
claimed, because it is unknown and not described what structurally constitutes any different nucleic acids 
encoding mu3 receptors, or nucleic acids encoding mu3 receptors from any different species, which are 
further not described,; thereby not meeting the written description requirement under 35 USC 112, first 
paragraph. One of skill in the art would reasonable conclude that the disclosure fails to provide a 
representative number of species to describe the genus. Thus, Applicant was not in possession of the 
claimed genus at the time the invention was made. 



7. Claim Rejections - 35 USC § 112, second paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

A. Claims 1, 2, 4, 6-10, 12 and 14 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. The metes and bounds of "activity" are not known. Binding a ligand, for 
example, is an activity. However, this activity would not clearly define the function, or identify, of a mu3 
opioid receptor. 



B. Claim 4, 6, 12 and 14 are vague and indefinite since the claim recites "hybridizes." It is not known what 
these hybridization conditions are. Nucleic acid molecules which hybridize under conditions of "low" stringency 
would not necessarily hybridize under conditions of "high" stringency. Furthermore, not all conditions of "high" 
or "low" stringency, for example, are the same. Therefore, it is required that Applicants amend the claims to recite 
the exact hybridization conditions without using indefinite phrases such as "for example" without adding new 
matter. 
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8. Claim Rejections ~ 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis 
for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent. 

A. Claims 6 and 7 are rejected under 35 U.S.C. 102(a) as being anticipated by Birren (Accession No. 
AC027439). The claims recite a nucleic acid molecule which hybridizes to a nucleic acid molecules 
encoding a mu3 opioid receptor, or which is identical to SEQ ID NO:l. Birren teach a nucleic acid 
molecule which is 100% identical to SEQ ID NO:l. In absence of evidence to the contrary, this sequence 
does not hybridize to SEQ ID NO: 12 or 13. 

9. Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

A. Claim 14 is rejected under 35 U.S.C. 103(a) as being unpatentable over Birren et al. in view of 
Sibson et al. (WO 95/01548). The claim recites a polynucleotide in a cell. The teachings of Birren et al. 
are seen in the above rejection under 35 USC 102. Birren et al. do not teach cells. However, Sibson et al. 
do teach cells (page 7, line 39 - page 9, line 10). 

It would have been obvious to one of ordinary skill in the art at the time the invention was made 
to have modified the invention of Sibson et al. by substituting a cDNA in the polycloning region of the 
vector with the polynucleotide (cDNA) of Birren et al. for the purpose of transfecting a host cell as taught 
by Sibson et al. in view of Sibson et al.'s suggestion that it would be desirable to do so (pages 8-13). One 
of ordinary skill in the art would have been motivated to make this substitution in order to express the 
protein encoded by the introduced DNA in a host cell to perform ligand binding and functional assays. 
There would have been a reasonable expectation of success for a person of ordinary skill in the art to 
make this invention since these techniques are widely used in the art and are highly successful (Sibson et 
al., page 10, line 38 - page 12, line 42). The present invention, therefore, is prima facia obvious over the 
above references in the absence of evidence to the contrary. 
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10. Conclusion 

A. No claim is allowable. 



Advisory information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Robert Landsman whose telephone number is (571) 272-0888. 
The examiner can normally be reached on Monday - Friday from 8:00 AM to 5:00 PM (Eastern 
time) and alternate Fridays from 8:00 AM to 5:00 PM (Eastern time). 

If attempts to reach the examiner by telephone are unsuccessful, the Examiner's supervisor, 
Brenda Brumback, can be reached on (571) 272-0961 . 

Official papers filed by fax should be directed to (703) 872-9306. Fax draft or informal 
communications with the examiner should be directed to (571) 273-0888. 

Any inquiry of a general nature or relating to the status of this application or proceeding should 
be directed to the Group receptionist whose telephone number is (571) 272-0700. 



Robert Landsman, Ph.D. 
Patent Examiner 

Group 1600 / / jp 
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